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(57) Abstract: Ophthalmic adhesive preparations for percutaneous absorption to be used in treating diseases in the posterior parts of 
eye characterized by having a drug-containing layer which contains a drug to be delivered to the posterior parts of eye including the 
crystalline lens, the vitreous body, the uvea and the retina, together with a percutaneous sorbefacient comprising polyoxyethylene 
oleyl ether and/or isopropyi myristate uniformly dispersed in a base matrix. 
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S J A 6 0 1 7 <£Gf&ttm<DmVtB.Zf7 y h \Z Z t t£ttm& 
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(st*, &temtm$itmm-z&z> 0 > fcctossig-rsctatT^s. a 

I) T*$n57Mr;^DU K [j^t, <t&® (II) tieirrs £ <h fc&S. ) 
-;p*p'J ens. 

-#5£ (III) TSStl^ft^ (EtT, K&m (III) £f3mTS;i£:t>i&S. ) 
tLTI1 «**.tfifU5/>, 7?r>, /\*'J>, D-/\'U>, /;w\*U>. P< 
i^>. -YVPf->>, yjPP<^>, tert-P-r->>, l-7S/y^Dyn/1 
>*JH*>K. 1 -75 y P^* >#;P#>gt, l-75/^Q^>^> 

*;u#>g&. i -75y ^p^*i)- >*;i,# >gg*?a<#§tf ens. ft^&r (ID 
tits® dm twsistt, -> 3 y^>yt^ 

v > (Shotten-Bauman) Kfo&lz J; Dfr-5 -d t^T^S. 

(IV) T^SnSte^tN-fc KD+5/3A^l<3 Htt, It^I 

Silfil'f) IC^»L; $g^SiJ-r«g^^-a-S„ *ll^J£LTte, *J*.fcf, N, 
N->?s^ P's+S'Jkfc^SM = Kxtt l -x^;i.- 3 - (3,-^^7? 
yyptf;p) *wj?>fsK*»**a{ffii:««sn5. -*5* (vn ttkS 

t\Z7*;T)l>n-)l CRT, (VI) tSB«-TSCi illli, 

huyh77/-;k (s) -2-75;-3-->^da+->;p- 1 -yn/v 
-)V^-hm\f ens. 

-«S^ (Y) T'TikZtLZit'SVoUt'S® (VI) »J % ^JAti^h^t KD77X 

^ DD >^>- »Rx3SM*©»HEK;jg#u ill (h'jif 

;P75>, t'js?>^) w^ffiTtcs^^-frs. ^{-, -&5£ (vn) -r^sn 

•'Jv>^) TBNblT St, (I) ££2fjg-rS£ <hrt*T-#So £&i£gfcJu #131® 
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(1) N- (2 -7-7?U>7)V^-)V) -L-A'UJP-L-P-f ->:h- -Jk 

(2) N- (4-7Md7iz;^;^zjw - l -mu;u- l - D-r v7— 

(3) N — (4-i7DP7iZ;^W-^) -L-AU*-L-D-f->t-*, 

(4) N- (4-^ff7xZ^Wz^) - L -A*U;U- L - D-f — ;k 

(5) N- ( 2 -T^?^ U>7)It£—)V) -L-tert- P-f v-;W-L-o< v-^-— 

(6) N- (4 -7 )V*U7 -D-n*U;u-L-n-r->^--;p, 

(7) N — (4-7;i/tD7ir;^;^r;i.) - l - /;uo-f ->ju- l - p-f v 

(8) N — (4 -7 )V*U7 x.-)l7,)lTfr—)V) - L - / ;i/A U L - P-f ->:*- 

(9) i - (2 -7-7* u>x;p3Jn^;uts y) p^>;? >t>)V-fc—)i- l - 

(10) N- (2 -^-7^U>XJU^-;P) — L — tert — P'f y^-L-7ir^ 

(11) N — (4-7^P7i-;PX;^ZJ» -L L -7 7=;P7 

(12) N — (2-t7^1/>X;i/*-M - L-^U;l-L-7i-;P75Zt 

(13) N — (4-i;DD7ir;i/x;w-;|,) - l -a* u JP- L - :7;n - JPT 5 

(14) N- (4 - *=?)V7 x.-JV7^)\,-fc-)\,) -L-AU^-L-7x^77 

(15) l - (2-t73'i/>7>;^-^7sy) p^\^ii->*;i/#-;i/-L 

(16) 1 - (2 -7-7* V>7)\>i£—)\,y J) ->7 U1^# >7J frtf — )U-L 
-7i~)P77-t-)K 



# • 

WO 01/26648 PCT/JP00/06815 

-7- 

(17) N- (4-^OD7irjl,7;^-;P) -L-A'J^-L- h'J7h7 7 

;k 

(18) N- -L-/tU;i/-L-hU7h7 

5 (19) l- (2 i/>7;p;is-;P7 5 /) ->;7 n^+if- l 

-h'jyh77t-)k 

(20) N — (2-±:7*U>;^*-;i,) - L - tert - ~>;u- L - h U y h 
7 7t-JK 

(21) N — (4-7^*D7ir*7**rW -L-a'U;p-l-v^p^n^ 
10 5')P77rt-)l'. 

(22) N — (2 -*:7^U>*JH*=JP) -L-/tiJ^-^D^->^75 = 

±-;k 

(23) N- (4-?DU7xZM)P*z;W -L-;tiJ^-L->^DA*y 

^77-t-;P. 

15 (24) n- M-^/Ptf-o^xrijiouM^jlO — p — M'J jv—D — u-i^-)-— 
Jk 

(25) N — (4-7)V*U7 ^-)\,7,)Vfc — )V) - L - A U JP- D - D -f *>•)— 

(26) N— (4-7^t0 7in;l'7s)l'*r^) - L -A >J JP- L - 7-7 ~ — 

20 ;k 

(27) N-^^;P7;;P7}x-;u-L-A*'j;i,-L-p-r->^ — ;i> 

25 ^LuWiiLTli. n- (4 -^;i,^-D7jcn;px;i/jjN-;u) -l-a*u;p-l 

- □ <i i, t-- )v x \t t <d m m ^ w \z ff ® v % z> m a« ^ e> n . 
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Tffl^rt). ffflitfciK mto-vm^zms* mm-smm^iz&v 

JK> K«lMJB*^*J It -5 5 'JX^>&-f V7 p oe;K^g2-&a>b5~3 ow 

£5 'J^^>ge-f V^D tfJKD^WJt^TiU : 0. 1-1 : 5 ©SSffl t fc* £ 5 

E-&ft«, 10~30W/W%T&O, 10~20W/W%T&5££#ffit>5!l;:«F£L 
<, 10~15W/W%T££CI<fcj&<#{c$f£L^o 

«10~30W/W%T&9> 10~20W/W%TSSdi:75^fcjE{c:fi : SL<. 10- 
nVf/W%T'$>Z>Z.£tf&\ztf?&{,\,>. *Ut*vX^l/>tl/-f;H- 

>&> uy-;w&, v y u>mm<D& (^mj^aj£, xvo^m.* 

t^*->^a&, #^->^aj&. 7;p$xoAiif) , issni/w^xx^^"^ 

'O^Z-Jk ^^y-JM?) tox^^k kh'P^yy*^ 
tf^XteS^^tf >&T£5?L&, U>xfK, i^g;, ~>3.0M. 7D>|, 
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K. mm. ^Wth75K, -7^fWA7iHf, £d U K >!!*'*. 

•7irU>, 7*yi, KT J ->;P7'tfv'^D-sy^>-2-^>^tf 

ens. 

cne^eitiiRLTtffltn^K ^7hu^n ^—7 sum, 

Jl^«^©J!iPE-300 (H^^g40%) $tttSUtlT, «*tf. B*2r 

KIJM8CK-401 <B#*>*«10~15X) M*«Ji»fc LTtf^S C 

MDX40-4210£->'J d>x^t; h7-t U, ^ n -x > ^7 i?TMM 
0 MEDICAL FLUID. 20cs£ 'J 3 >*-f;U£ LTffl US C <fca«T#S. > U n > 

&v h u * *)t£zm®$Gm<D&m\zttmmm*®vzm&> >u □ 

^5>J, tfJAtf, ^r7ZJ-x>^7^7g(BIO-PSAQ7-450K BIO-PSAX7-420 1> U> 
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-1)07. 2/'J ^U^XTR-Illl^, BXGrfLzf&mJSRSOQO&nilim&iSWmtZ 

10 KiWl^tSlfl/>t^> K©W#DDfl».l±» Jf£L<te4. 5-5. 5M 
© r^KKSttj ©^fcEilc$tlfe^ffilC«i;Oa!l^Lfci:^C07kfigS«*i4. 5-5. 5 
^fflliSSNOFABLE EA0-9905j&Wii{cffl v> 

*H#> fiHH*, M^m*-&tr^,i:a^o^0X«iSll^©^jg < i:LT, Sfi?Jpi& 

25 toBm&mtfztiz. 
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Atf. 7JU±'J^>, -7x>?e>, . fOP* 3 

X <0y*.fcf, *-?>^> (memantine) . x^f tf> (dizoci Ipine) 

L -D-T ;10 d <t^T#-5. 

to m&m) 

(i) ^ffl L-rzm8.w®.9iitfm 

x;i/x;p*-;p) - l - A'j l - p-r s^- ;i/ (rt, rsjA60i7j 

LT^ffitfc. EAO99051i. # U ^->X^ U-f M-r/P (NOFABLE EAO 

-9905 : B#M) Sr^L. IPMWU 5 UXf >K-f y^D^^t. 
JO 7* U # U v-S^Jv h 'J * Xli, »»x^^2fclic MUX >*<D40% 

U-bzitfiJ^-mm&Qtezyf yj^te^ffl (p E300 : B*#-<r(>f ' 

kx^> RDf, jnunsnaiji: isTmmzL^frRtfhjiJL 7~10% CO&fj| 
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(2) &mmi&mm$iw. 

&mm®mmz\t. mmmmmm-u k -/w • k (side-by-side) 

m±JWemcel\ HK-5P (/J^fl^IjSi) 011;, 2tl*fc-#£ftiri£ 

&lt©>H!iJ©-tz;Ul t£-fe;H ©§§□$ 2 ©W3affi*gW:0. 64c m 2 Tfc K> , 

5 t;HOWfill5.0mLn5. ^10 * * y y hgf#£ -> ij 

^■7W^^^^-7-C^flS^ (@l5&1200 r pm) „ 

(3) &.mv>-7ju<oft$t 

8~llMi&»flttt^TU^V^X (Hr/Kud^iK) ©«MSB©&^©&j££SJ 0 1& 

(4) &.m-y->y)uzz)\,*T<Dm<fomm&U8i 

3!i£f&-fe;P©-:S©-fe;H ( U-fey^-fli|-b:;U«b-r-5) ©B§Pg&2 (0.64cm 2 ) 

5= Hl^^-ffi!|(D-fe;H;«40W/W%PEG4007K^^*pfcL. iSg£37<Cl::ilGt 
#LT-£P#fcWcl00KL©1t>:/;U££gI&L, j&JtfciiiaLTUrT'^ — ffiij 
^&ftlsfrmWl&> TfB (6) ©^{^©H PLCHJ; OSJSET-S. |/ty^-t 
^f*l©?iitS£*£Jfirs/r«K -^>y;P^^^H^S©40WXW%PEG4007kS»K€r 
-fe;HwM5fe-r£. dtie*^t*5^T. <J>&< <Lfc48l^g;Tteil4&l;:2*T-5& 

( 5) In vivoltf^- 1 

«l^!»JRIAM^J^e><DKIi^^ C/U K-v/o>&tfS J A 6 0 1 7) RtfUgifa 

®* (yuKnyo» ^©*tt»ir*ttw-rsfc«), 8 h« ©ant* i star/si 
^•>h (^a*<j25o g ) e^iifflufc. jfli»»f^©ai*»fT©«wfctt,'iii 

«10cm 2 ©Bij|SMjS!aJRSA#^JNo. P 5 (7 U Hr'/D >^W) &tfS 4 (S 
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JA6 0 17M) *, JtSP&jfKft&tfLfc. ftRttCjyhftffllo 
^-zL-lx-y->yu >^^- hj; 00. 5m 1 (DmM^n-Dtz. flgifflSS*^ 

5 HPLCKTH!|&ig&£2l$|£L£ 0 
(6) In vivo£t&- 2 

TEttfiECS J A6 0 1 7*#«#»|t^lr»T»-«ft!SJRtt#a^SojfliK4i 

0 SJA60 17 o. 15g (5W/W%) 

EAO 9 9 0 5 o. 6g (20W/W%) 

5 u^^>»-fv^Dhr;p o. 6g (20w/w%) 

7^U;^3fi6^J(PE-300) ]. 6336 g 

»*gj»»](CK -401) ■ . . 0. 00165 g 

5 3.00g 

m&mvimfkizte. 9 s t w/st? y h (#s»28o~3oog) 

nV3$mm&ffiz.?t5. OcmXfi. 0cm (30 cm 2 ) CD-tf-^XOS J A 6 0 1 7 H 

Jfciftg^SH ttttWistar^yh (#S,ft600g : 592±34g) 5E^ffl 
V>, h^;^^-Ag#T.l:»*©*IMill:! SJA6017^2mg/k 
■S&S-TZZtlzJ: Ofifofc. tt-^Cia; lOmgOS J A 6 0 1 7 
/PEG400/* (1/2/1) zg£&10m 1 K8#S1*-fc*tt£Jfilr>&. 
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mtbbtz.. #ig^fj, mtk, *h#, &^<Dft&comi^ (sigi, &m. tr^ • ^ 

>7°)l tLfz. 

5 (7) st^^cn^iis^^a 

(a) 7\s h* :=■'/□ 

K»1"KMSft-*^UHnyn> (ttT. rpNj tBSlBT £ n <h t>&£. ) 
©iffl^tt, *»^#OTI;HP L C\Z J; Off ofc. 
#7 A : CAPCELL PAK CN UC120 5/tm, 4.6 mm<*>x250 mm 
10 ^-K*7A : CAPCELL PAK CN UG120 5/jm, 4.6 mm<f>X35 mm 
&tti : UY-254 nm 

mm -. i.o mi/# 

i&£ : 40<C 
15 i£A* : 50wlXte 100^1 
«#Pf fa : 33 6~7# 

(b) N-.(4-7;Ptn7i^XMz^) -L-/T'JJI<-L-n-f 

20 L-D-f ->:*— ;KD«|j£te. ^0^:#<DT1C, HPLCI:«kOfT p&. 
(i) InvitroBtS^ ( M-b^+Mft) 

: BECKMAN ULTRASPHERE ODS Sum 2.0 mm* x 250 mm 
«ttl : UV-250 nm 

®Witt : T± h U;P/tK (35/65) igi£4>{C K 'J 7)],*amm& l 
25 : 0. 25 ml/# 

: 45t; 
ftAi: 100 ul 
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(ii) In vivo£4Sfc 

CAPCELL PAK C, 8 SGI 20 5 um 4. 6 mm<f> X250 mm 
mtli : UV-272 nm 

: 0. 02 M V >mmm® (pH 7) ; 7il b-hV)V=tt : 55 
tt» : 1.0 mI/# 
iSS : 40*0 
&A« : 100/zl 
&&f$f8J : iftl4# 

3 6XU4 2mr*m&T?<Dm\zis±.7*-m±.)\siz&'i7isrz-7u K-ya>&t/ 

N- (4-7Mp7iz;^;^z;i,) - l -au ;p- l - n-r — (s 
JA6017) ©jgSi^t /ig/cm 2 ) . 

^•W-T^^^IWcD&^^ii^^jp 2~P l o frb&yu K-'/P >co^0^ii«, 
^ 3 ~ 5 StKEI 2-4 K^f <fc 5 13, *ffla (PI) KJ£UT*€<&g$*i7c. 
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